CANCER OF THE GALL-BLADDER AND DUCTS. 


BY J. GARLAND SHERRILL, M.D., 

OF LOUISVILLE, KY. 

The attention of the writer was drawn more particularly 
to this subject by the occurrence of four proven and two sus¬ 
pected cases of primary carcinoma of the biliary ways, in 25 
cases of gall-bladder disease, in his private practice during the 
past few years. This percentage of cases of malignancy was 
so large that it excited surprise. The literature in this country 
is quite limited, only a few articles having appeared in Amer¬ 
ican journals, notably those of Musser and Mayo, while the 
foreign literature is very voluminous. It seems, therefore, that 
the attention of the profession should be directed to the sub¬ 
ject so that these cases may receive earlier and perhaps more 
successful effort for their relief. The outlook for them is so 
gloomy that one turns to the study of this condition with reluct¬ 
ance and with little hope of any lasting or noteworthy results. 
That the subject is of sufficient importance to demand consid¬ 
eration is shown by the increasing frequency with which cases 
are being observed. McNeal 1 in 1836 mentions carcinoma of 
the ampulla of Vatcr, and cancer of the gall-bladder was con¬ 
sidered by Durand-Fardel in 1840, yet it was not until the 
classic works of Zenker in 1889 and of Courvoisier in 1890 
that the subject received the consideration it deserved. Zenker 
collected 48 cases, of which eight were taken from the patho¬ 
logic institute of Erlangen from 1852 to 1889. As he says 
eight cases, distributed over such a long time, is certainly a 
small number, when we consider that six cases followed one 
another in Breslau during 1876-77. In the pathologic institute 
in Helsingfors six cases of cancer of the gall-bladder and ducts 
were found in 3,775 autopsies in thirty years from 1858-1888. 
On the other hand, Petersen of the surgical clinic of Heidel¬ 
berg, found 34 cases of carcinoma among 168 operations for 
866 
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diseases of the gall-bladder, a rather alarming percentage; 
larger even than my own. Gersuny states that carcinoma 
forms one-fifth of all cases of gall-bladder operations. 

G. R. Slade 2 makes some interesting and surprising state¬ 
ments concerning the frequency with which carcinoma of the 
gall-bladder was found in cases of stone examined post mortem. 
In 2,180 consecutive necropsies, 33 were cases in which gall¬ 
stones were present in the gall-bladder or had been removed 
just prior to death. In 17 of these 33 cases, the stones were 
latent and were discovered only at autopsy. In 16 of the latent 
cases the wall of the gall-bladder was not thickened and its 
mucous membrane appeared perfectly healthy. In the remain¬ 
ing case, the wall of the bladder was thickened, shrunken, and 
closely moulded over three large stones, so that no cavity 
remained. Microscopical examination of this wall showed 
carcinoma. Of the remaining 16 cases, in which stones pro¬ 
duced symptoms, in one the gall-bladder had been removed 
for cancer shortly before death; in three cases the condition 
was pronounced cancerous on the post-mortem table; in two 
of these the opinion was confirmed by the microscope, and in 
the third the macroscopic appearance plainly showed its malig¬ 
nant nature. In 12 cases the wall presented an appearance of 
chronic inflammatory thickening. In seven of these no micro¬ 
scopical examination was made, but in every one of the remain¬ 
ing five, histological examination showed carcinoma. Cancer 
was found in 30 per cent, of all (10 in 33); in 56 per cent, of 
all cases where stones had caused symptoms; and in 58.8 per 
cent. (10 in 17) of all cases in which at the autopsy the wall 
of the gall-bladder showed inflammatory thickening. Slade 
also says that these figures, though startling, probably under¬ 
state the true proportion. It should be particularly noted that 
in this calculation the seven cases not submitted to examina¬ 
tion by microscope have all been reckoned as non-cancerous, 
although to the naked eye they presented an appearance exactly 
similar to that of the five cases which were examined and 
proved cancerous. Since he began in such cases to examine 
the wall of the gall-bladder as a routine, he has in no instance 
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failed to find indubitable cancer, hence he does not hesitate to 
suggest that had all cases been examined the percentage would 
have been very much nearer 100 than 58. The statement of 
Miodowski is somewhat corroborative of the claim of Slade. 
He says the external appearances are somewhat misleading 
and were considered by the older writers as simple induration, 
but the microscope will reveal their true nature. Osier states 
that five per cent, of all gall-stone cases show cancer, while 
Mayo found forty cases in 1,000 operations for gall-stone dis¬ 
ease, and Schroeder places the ratio at 14 per cent., while my 
own cases show in a limited series, 16 per cent, of primary 
cancers of the gall-bladder and ducts. 

It occurs subsequent to cholelithiasis with sufficient fre¬ 
quency to call attention strongly to the relation between the 
two conditions, and to add another weighty reason, to the many 
already existing, for early operation in gall-stone disease. 
Moynihan takes issue with Slade’s figures, and says that the 
evidence of statistics and his own experience do not coincide 
with those of Dr. Slade. He says: “ It is clear, I think, that 
the earlier stages of gall-stone disease in which operation 
should be practiced, so that these grave complications are 
avoided, is very sparingly represented in this series.” He has 
performed over 40 cholecystectomies, two of which were done 
for malignancy; in 18 there was gross thickening of the wall, 
and in only one of these specimens was malignant disease found 
after careful examination. So far as he knows, only two cases 
have been recorded in which cancer developed after cholecys- 
tostomy had been performed. This apparently simple state¬ 
ment of Moynihan is worthy of consideration because of the 
contrast between the frequency of carcinoma of the gajl-bladder 
in cases of cholelithiasis and its infrequency following cho- 
lecystostomy for stone. Studied in the light of Slade’s sta¬ 
tistics this statement seems to show that operation in the early 
stage of inflammatory thickening, or early cancer formation, 
may prevent the development of the clinical picture of 
malignancy. 

The causation of carcinoma of the gall-bladder, while no 
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clearer than that of cancer in other parts of the body, is of 
especial interest, since it affords an opportunity to study the 
effects of heredity and of irritation, two conditions well recog¬ 
nized as playing an important part in the development of car¬ 
cinoma. Some of the English writers claim that heredity can 
be traced in from 11 per cent, to 17 per cent, of cases. On 

the other hand, Schueppel denies that it plays any part in the 
causation. Its exact role cannot as yet be fully determined. 
The relation between stones and carcinoma of the gall-bladder 
is so close that we are forced to conclude that the irritation 
which they produce must be an important factor in the produc¬ 
tion of malignancy. Budd in 1845 called attention to the fre¬ 
quency with which cholelithiasis and cancer of the biliary pass¬ 
ages were associated. He, with Frerichs and others of the 
older writers, considered that the carcinomatous growths in 
the walls of the ducts caused an obstruction to the outflow of 
bile and thus determined the formation of stones. The facts 
and the weight of opinion seem to show that while carcinoma 
may precede the formation of stones in a few instances, espe¬ 
cially of duct cancer, yet in the vast majority of cases the 
cholelithiasis precedes and in many cases is an important factor 
in the development of carcinoma. What part is played by 
infection or living organisms, in addition to that of exciting 
inflammation and stone formation, yet remains for solution. 
The acknowledgment of the importance of irritation and 
inflammation does not deny the possibility of a living virus 
being the actual determining cause. The following reasons 
have been advanced to support the contention that the chole¬ 
lithiasis precedes the malignancy in mostcases: First, the fre¬ 
quency with which antecedent symptoms of cholelithiasis are 
present; second, as pointed out by Marchand, cancer is fre¬ 
quently present with calculi, without any evidence of obstruc¬ 
tion to the flow of bile; third, cancer of the gall-bladder is 
more often accompanied by stones than is carcinoma of the 
ducts, while obstruction to the flow is more often found in the 
latter; fourth, the neoplasm frequently has its origin in the 
ulcers and cicatrices in the wall of the gall-bladder and ducts, 
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resulting from the prolonged irritation (pressure) of stones 
(Kelynack records two cases where stones were present in the 
gall-bladder although the cystic duct was occluded and the gall¬ 
bladder contained no bile, In one the stones were embedded 
in the tumor mass, in the other the stone lay in a depression 
just below a soft nodule of what was apparently the primary 
growth.); fifth, the frequency with which stones are found in 
cases of gall-bladder cancer, or in their absence, the frequency 
with which evidences can be discovered of their former pres¬ 
ence; sixth, the frequency of their presence in primary cancer 
(95 per cent.) and their infrequency in secondary cases (15 
to 16 per cent. Siegert); seventh, the large preponderance of 
primary cancer of these organs in women, greater even than 
the frequency of cholelithiasis in that sex and more than the 
relative frequency of cancer in men and women, Naunyn 
believes that half the cases diagnosed as cholelithiasis asso¬ 
ciated with chronic jaundice are either complicated with cancer 
or are due to this disease. The frequency with which stone 
is present in primary carcinoma is given by , 

Courvoisier as.74m 84cases Jayle.., 

Musscr.69 in 100 " Siegert 

Bodowski.40 in 40 " Frcrichs 

Tiedeman.59 m 74 “ Richter 

Zenker .41 in 48 “ 

The average age of patients with cancer of the gall-bladder 
is 54-5 years, and in cancer of the ducts about the same or per¬ 
haps a fraction older. 

Men and women suffer from secondary cancer of the gall¬ 
bladder with about equal frequency, while primary cases show 
a muclugreater frequency in women, who are affected four or 
five times as often as men, Zenker found 72.9 per cent, in 
women, while Naunyn found 83 per cent, in women and 
17 per cent, in men. Miodowski found that in 41 cases 
of choledochus cancer, 26 were males and 14 females; one case 
gave no statement of the sex. Schultze reports 18 cases of 
primary disease of the hepatic duct of which twelve were males, 
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five were females, and one not stated. These figures show an 
almost reverse ratio to the frequency of primary gall-bladder 
cancer. Miodowski gives the ages of the cases of primary 
duct cancer as follows, in 39 cases: From 30-40 years, 3; 
40-50 years, 8; 50-60 years, 9; 60-70 years, 14; over 70 years, 
5. The growth may assume the type of a columnar-celled car¬ 
cinoma, a spheroidal-celled carcinoma, an adeno-carcinoma, a 
colloid cancer, or as claimed by some a squamous-cellcd epithe¬ 
lioma, although some deny the existence of the latter. A num¬ 
ber of cases of epithelioma of the bile-ducts have been recorded. 
Treutlein 8 gives a tabulation of 108 cases of cancer of the 
gall-bladder reported by 29 authors, and classifies the cases 
clinically as scirrhous 78, as medullary 21, and as colloid nine 
cases. Stones were present in 99 of the cases. 

The first evidence of primary carcinoma of the gall-blad¬ 
der is to be found as a change in the structure of the wall. 
These changes are to be observed earliest in the mucous mem¬ 
brane and there consist of an abrasion or a loss of the epithe¬ 
lium in certain portions, with the formation of cicatrices as 
the result of inflammatory change, or the pressure of a stone 
or the ulceration following such pressure. Where there is no 
loss of epithelium, this layer may be transformed into layers 
of flat cells. As a result of the infiltration incidental to inflam¬ 
mation of the wall, and of cholelithiasis, a considerable num¬ 
ber of the glands of the mucosa undergo atrophy. Again, as 
stated in Nothnagel; 1 these glands may enlarge by sending out 
processes, and in this manner probably compensate the loss of 
the destroyed glands. Or some of the glands may be displaced 
by the connective tissue and this, in accordance with the theory 
of Ribbert, may determine the development of malignancy. 
These cells proliferate rapidly, fill the alveoli, and invade 
beyond the connective-tissue limits normally present. They 
may undergo a mucoid or gelatinous degeneration largely as 
the result of imperfect nutrition, and assume the type of a 
gelatinous carcinoma. This form of growth is to be classified 
as an adeno-carcinoma. These changes may involve only a 
limited portion of the mucous membrane or they may be found 
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in every part of the organ. In some cases the entire cavity of 
the gall-bladder, except that occupied by the stone, may be 
filled with this new malignant glandular tissue; such a condi¬ 
tion was present in one of my cases. The neoplasm may pro¬ 
duce a marked increase in the size of the gall-bladder, or again 
it may be accompanied by a large amount of connective-tissue 
formation which causes it to become shrunken, sacculated, and 
to fit snugly about the stone. The connective tissue of the wall 
shows a marked increase, probably as a result of the infiltra¬ 
tion consequent to inflammation. The muscular tissue is hyper¬ 
trophied, and finally much of it is obliterated from the con¬ 
traction of the new connective tissue. When the connective 
tissue develops more rapidly than the epithelial elements, the 
neoplasm assumes the type of scirrhus. It is claimed that in 
some instances the epithelial cells undergo a metamorphosis 
into flat cells and an epithelioma results. 

In the early stages, a gall-bladder, the seat of carcinoma 
resembles very closely macroscopically one that has been the 
site of a chronic inflammation. In many cases it is small, 
shrunken, and sacculated, while in others it is enormously 
increased in size. In still other instances, the exterior may give 
little or no evidence of a malignant growth, such condition only 
being discovered after incision of its wall. The growth in such 
cases is of small size and usually situated at the site of a cica¬ 
trix, where a gall-stone rests or has rested. The possibility 
of the development of a carcinoma after the escape of a stone 
into the intestine or after its removal by cholecystostomy must 
not be overlooked, although such a result is quite infrequent. 
The growth may spring from any portion of the wall of the 
bladder, may involve its entire extent, or may be situated in 
the cystic, hepatic, or common duct. It may be annular in 
form, separating one portion of the gall-bladder from the 
other, and each of these cavities may contain one or more 
stones. Sometimes each stone is found lying in a separate 
compartment, new tissue having occluded the cavity in many 
places. These changes in the structure of the wall are of neces¬ 
sity slow in their development, the stones often having pro- 
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duced symptoms through a period of years. The wall of the 
bladder is able in many cases to resist the encroachment of a 
new growth for a considerable time, thus protecting the adja¬ 
cent structures from early involvement, but sooner or later 
the growth extends through the wall and attacks the neighbor¬ 
ing organs. The liver is one of the first organs to be invaded 
secondarily. The omentum, the stomach, the intestine, and 
the pancreas are all liable to attack. The latter organ may 
escape attack, in many cases, because the obstruction in the 
ducts results fatally before the neoplasm has extended to it. 
The growth shows a marked tendency to spread along the 
ducts, to invade their walls, and finally to reach the liver, the 
duodenum, and the pancreas by continuity. The lymphatic 
glands in the lesser omentum may be involved, but less fre¬ 
quently than is usual in carcinoma. Around a gall-bladder 
that is the seat of such a growth we are likely to find adhesions 
from inflammatory change, as is noted in so many cases of 
chronic cholelithiasis, yet in many cases the wall is smooth and 
free from adhesions. The latter condition is the rule in duct 
cancer. As the growth progresses it may show a number of 
nodules in the wall and liver as well. 

In the early stages the gall-bladder contains bile and usu¬ 
ally stones; as the cystic duct is narrowed the amount of bile 
is lessened and finally only a bile-stained mucus may remain. 
In other instances the cavity may be so completely filled that 
no space remains for fluid. When no fluid is present the glands 
of the wall will be found to be almost entirely obliterated. 
When the growth progresses to the point of obstruction of the 
common or hepatic duct the tissues are promptly stained with 
bile coloring matter, the blood loses its power of coagulation, 
the ducts become dilated, sometimes to an enormous extent, 
and numerous gall-stones may be found in the smaller ducts 
of the liver. When the obstruction lies above the entrance of 
the cystic duct the gall-bladder is small, but when the chole- 
dochus is occluded the gall-bladder is enlarged. This is an 
important point in determining upon the practicability of any 
operative procedure, as little can be hoped when the hepatics 
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are occluded. The kidneys very early show the pernicious 
effects of the toxic materials which reach them in the process 
of elimination. The blood, the heart, the spleen, and the gen¬ 
eral musculature of the body show marked degenerative 
change. Patients who have complete jaundice rarely live a 
year. 

As a result of contractions about the portal system late in 
the disease, ascitic accumulation takes place into the abdomen. 

Symptoms .—The careful investigation of the history of 
these patients will usually elicit some of the symptoms of chole¬ 
lithiasis, although in some cases the first evidence of trouble' 
is the appearance of a tumor in the right hypochondrium, or 
the occurrence of jaundice. The latter symptom may have 
been noted previously in mild degree, disappearing promptly, 
but when it occurs as the result of obstruction of the common 
or hepatic ducts it is persistent, yet may vary, now light, now 
dark. The temporary attacks just mentioned are often accom¬ 
panied by fever, pain and vomiting, and are the result of a 
mild cholangeitis. When such a patient loses flesh steadily 
and persistently, the suspicion of malignancy is strong. In 
the absence of jaundice, the skin presents a peculiar sallow, 
ansemic appearance, which is somewhat characteristic. The 
appetite may be fair in the absence of jaundice, but as a rule 
the digestion is impaired. The temperature is often sub¬ 
normal, although intercurrent attacks of inflammation will 
cause a temporary elevation. One of my cases showed many 
attacks in which there was a high range of temperature and 
considerable evidence of sepsis. A small nodular or a large 
smooth growth may be felt in the region of the gall-bladder, 
which may or may not be tender on pressure. Usually tender¬ 
ness can be elicited on deep pressure, but it is less than is 
present after an attack of colic or an attack of acute chole¬ 
cystitis. In duct cancer no tumor is to be detected unless the 
gall-bladder is distended, when it presents as a palpable tumor. 
If the hepatic ducts are occluded, the gall-bladder is small and 
cannot be felt. When the ducts are encroached upon, the 
patient becomes icteric, and this jaundice while varying from 
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time to time rarely disappears entirely. At this time the stools 
will be found to be pasty and clay-colored. Ascites is not infre¬ 
quently present late in the course of the disease, but none of 
my cases presented this symptom. The presence of ascites 
renders the prognosis especially grave. In many cases the 
right extremity of the liver is drawn downwards by the weight 
of a very large tumor of the gall-bladder; in two of my cases 
it extended almost to the iliac spine. With increasing jaun¬ 
dice, the patient develops a tendency to haemorrhage which is 
very noticeable, and which is of the greatest importance in 
forming an opinion of the probable outcome of an operation, 
since the haemorrhage may prove alarming or even fatal. The 
cholaemia becomes more and more profound and the patient 
finally succumbs to the poison. The symptoms of duct car¬ 
cinoma, as a rule, to which, however, there arc exceptions, are 
not preceded by a history of gall-stone colic or cholecystitis. 
In these cases the first symptom is jaundice, which may appear 
without any pain or tenderness. Later a tumor may be detected 
in the right hypochondrium, pear-shaped, with the lower mar¬ 
gin free, continuous with the liver above, and moving with the 
diaphragm in respiration. The gall-bladder may be so dis¬ 
tended that rupture may occur, as in a case reported by B. 
Huguenin. 8 The occurrence of rupture is promptly followed 
by acute general peritonitis and the patient dies shortly of pro¬ 
found sepsis. Care should be observed in the examination of 
these over-distended bladders lest the manipulation cause 
rupture. 

The diagnosis is to be made by a careful consideration of 
the antecedent history of carcinoma in the family, and of the 
patient having suffered from the symptoms usual to the pres¬ 
ence of gall-stones for a prolonged period followed by a rapid 
loss of weight and strength. The pallor, the jaundice, and the 
presence of an indurated nodular mass in this region, whether 
accompanied by pain or not, are strong presumptive evidence of 
biliary cancer. The absence of jaundice, or even of a tumor, 
is not an indication that carcinoma is not present. Cancer of 
the ducts is to be suspected when jaundice is persistent and 



J. GARLAND SHERRILL. 


876 

progressive in an elderly patient who is losing flesh rapidly. 
The malignant growth of the ducts is usually of small size 
and cannot be detected, but the distended gall-bladder is often 
quite perceptible. To differentiate from stone in the common 
duct the gradual onset of jaundice is important, as most cases 
of common-duct stone develop jaundice very suddenly. One 
would think that the jaundice following the presence of a 
malignant tumor of the bile-duct would be constant and stead¬ 
ily increasing, while really many of such cases show a marked 
variation in the amount of jaundice, the patient being at times 
markedly clearer than at others. The jaundice from stone is 
subject to more abrupt change but may at times be as deep as 
that from cancer. Temperature is not a reliable guide in 
diagnosis between the two conditions, but the frequent occur¬ 
rence of attacks of cholecystitis and cholangeitis with a sharp 
rise of temperature would tend to strengthen the presumption 
of stone. The presence of great nodulation in a tumor in this 
region will justify a diagnosis of malignancy. The other con¬ 
ditions which may confuse the observer are: tumors of the 
stomach, intestine, or pancreas; tumors and hydatids of the 
liver; hydrops of the gall-bladder from mechanical cause; 
and tumors of the kidney. Tumors of the stomach will almost 
always present a history of indigestion, nausea, vomiting, 
luematemesis, pain increased by eating, and the presence of 
occult blood in the stools, also the absence of jaundice. Such 
symptoms should be sufficient, if taken in connection with an 
analysis of the gastric contents and motility, to allow one to 
reach a conclusion. Intestinal tumors will present symptoms 
of obstruction, or at least of intermitting diarrhoea and con¬ 
stipation, with the presence of a tumor which is more movable 
and which does not follow the diaphragm in its excursions. 
It may not be possible to differentiate between tumors of the 
pancreas and the bile-passages, although the presence of undi¬ 
gested fat in the feces may prove a valuable guide. Tumors of 
the liver are in the larger number of cases malignant and due 
to extension from the gall-bladder, hence the diagnosis is unim¬ 
portant except as a matter of prognosis or to determine for or 



CANCER OF GALL-BLADDER AND DUCTS. 877 

against operative interference. The size of the liver and the 
amount of nodulation it presents will usually make the diag¬ 
nosis clear, and as a rule when the growth has progressed to 
the extent that the surface of the liver presents palpable nod¬ 
ules, the case has passed beyond the aid of surgery. In hydatids 
of the liver the size of the organ will be greatly increased and 
fluctuation will usually be readily detected. Abscess of the 
liver will show a marked enlargement of the organ in a sym¬ 
metrical way and will be accompanied by a low range of fever. 
Fluctuation will finally be noted, as will a certain amount of 
oedema over the abscess, and aspiration will make the diag¬ 
nosis conclusive. Hydrops of the gall-bladder from mechan¬ 
ical causes will not show the marked emaciation that is present 
in malignant cases, and the condition which mechanically 
obstructs the duct will present its characteristic symptoms. 
Renal tumors can be differentiated by their position and by 
the symptoms being all referred to the urinary system, and 
also by a thorough examination of the urine. It is well to 
remember that gall-bladder growths keep well to the right side 
of the abdomen as they develop, and they do not always, in my 
experience, grow toward the umbilicus, as claimed by Musser. 

The prognosis is of necessity very grave, a fatal termina¬ 
tion being certain unless complete extirpation is done. The 
very nature of the condition and the structures in close rela¬ 
tion which arc so likely to be involved renders a cure even in 
this way very uncertain. Courvoisier recites a case of Hoche- 
negg which had gone for eight months without a recurrence, 
and says it is a highly satisfactory result. Woerner mentions 
one in good health three years after operation. With earlier 
diagnosis and a wide excision of the gall-bladder and the 
liver-tissue it would appear probable that the prognosis would 
be materially improved. In cases of cancer of the duct the 
mortality is of necessity higher, owing to the mechanical diffi¬ 
culty of removing the disease and reestablishing the communi¬ 
cation with the intestine. When the gall-bladder is healthy 
and contains bile a temporary respite may be given to the 
patient with duct cancer by cholecystenterostomy. 
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The treatment may be classed as prophylactic, palliative, 
and radical. The first, upon which too much stress cannot be 
laid, consists in the recognition of the importance of early 
operation for gall-bladder disease and the necessity of impress¬ 
ing this fact upon such patients. Formerly the writer held 
to the belief that many cases of gall-stones should be allowed to 
go without operation, if the symptoms produced but little dis¬ 
turbance. In the light of our present knowledge, we consider 
that every case of this condition, in which a diagnosis can be 
made, should be subjected to operation if the patient’s condition 
will safely permit. Under prophylaxis may also be included 
measures to prevent cholecystitis and cholelithiasis, as it 
appears conclusive that these conditions are largely responsi¬ 
ble for malignant disease of the gall-bladder. Palliative treat¬ 
ment is to be instituted in those cases which have passed beyond 
the possibility of radical attack, and will consist of measures 
designed to give the patients as much comfort as possible, 
while waiting for the end. The radical treatment includes any 
of the surgical measures instituted for the removal of the 
disease or for the temporary relief of the cholaemia. The most 
recent investigations show that a considerable portion of the 
liver can be safely excised, with the technic now in use. In 
order to insure the least probability of a recurrence, the liver- 
tissue about the gall-bladder should be removed, and if the 
liver presents to the eye evidence of malignancy it should be 
more freely attacked by the surgeon. If such free attack does 
not appear feasible, the operation should be abandoned. The 
chief danger, in such procedure, lies in the difficulty of con¬ 
trolling haemorrhage from the liver wound. A number of plans 
have been advised to overcome this danger. The elastic liga¬ 
ture has proven quite serviceable for the temporary arrest of 
haemorrhage, and has even been advised as a permanent means 
of haemostasis, the stump of the liver being left in the wound. 
The fixation of the stump in the abdominal wall has the disad¬ 
vantage of a greater risk of sepsis, hence it is not much 
employed. Dr. Leonard Freeman 0 of Denver has published 
an article in which he mentions eleven methods of permanent 
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haemostasis employed by different writers. The best of these 
consists of sutures applied in a special manner, and the use of 
gauze compresses. Kurzenow and Pensky in 1886 proposed 
a method which, as modified by Auvray in 1897, consists of 
the passage of a double thread from side to side through the 
liver, cutting the outside loops of thread and by multiple liga¬ 
tion controlling the flow of blood. These ligatures may cut 
through the friable parenchyma but hold the blood-vessels. 
To prevent the ligatures cutting through the liver-tissue noth¬ 
ing will prove so satisfactory as a small roll of gauze over 
which the ligatures are passed; after the catgut is absorbed the 
gauze can be readily removed by slight traction upon an end 
which has been left in the wound. Hochenegg has already 
made use of gauze as a compress sutured in the liver wound, 
but did not make use of it in the way just mentioned. What¬ 
ever method of control may be employed, it will be found wise 
to place a pack of gauze over the wound in the liver to control 
capillary oozing. Such a pack will usually be needed in 
cholecystectomy for cancer to provide for drainage of the 
ducts. 

The mortality of operations upon cases of cancer of the 
gall-bladder will of necessity be high,—first, because of the 
condition in which these patients are found when they come to 
the surgeon for relief; being usually anaemic, low in flesh and 
strength, with all the organs impaired, and very poor surgical 
risks. They may be suffering from jaundice of a persistent 
type, making the control of haemorrhage a most serious prob¬ 
lem. The presence of jaundice adds so much to the risks that 
Mayo says it contraindicates operation. Again, these patients 
have usually suffered for some years from the effects of gall¬ 
stone disease, hence have acquired many and dense adhesions 
in the region of the gall-bladder, which will add to the mechan¬ 
ical difficulties of the operation, thus prolonging it when every¬ 
thing demands that it should be completed with celerity. The 
hope of a permanent cure must be small when all things are 
considered. The primary mortality will depend largely upon 
the time at which these patients come for operation, and upon 
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the surgery necessary for their relief. Mayo reports nine 
deaths in forty operations for malignant disease of the gall¬ 
bladder, or 22.5 per cent. Hans Kehr records a case of recov¬ 
ery from hepatico-duodenostomy for duct cancer. Heimann 
gives a table showing 169 cases collected in years of 1895 and 
1896 from reports of the Royal Statistical Bureau of Prussia: 
147 treated, 95 died, 64.6 per cent, mortality; 42 operated, 24 
died, 57 per cent, mortality. 

The methods of removal of the growth and the plastic 
surgery necessary in these cases must be determined by the con¬ 
ditions met, and this field of surgery is certainly not suited to 
the timid operator. 

From a consideration of the facts set forth in this paper 
it seems that failure to urge an early operation to patients 
suffering from disease of the gall-bladder is reprehensible, even 
if no other reason existed than the remote one of the late 
development of malignancy, while in fact there are many 
reasons which urge early interference which the scope of this 
paper does not permit us to discuss. One of the most difficult 
problems which arises in connection with this subject is to 
determine which case offers a chance for benefit to the patient 
by operation and which does not. Three conditions seem to us 
to be rather strong contraindications to interference, viz., the 
presence of marked jaundice, the presence of a palpable nod- 
ulation in the gall-bladder region, and ascites. As a rule 
either of these conditions shows that the disease has progressed 
beyond the aid of the surgeon. Again operation is not to be 
undertaken in cases which show marked defect in the urinary 
secretion or in the action of the cardiac and respiratory organs. 

We have had opportunity to see four cases of carcinoma 
of the gall-bladder and ducts which have come to operation, 
in addition to two cases in which the operation was abandoned 
after the abdomen was opened, and which were not positively 
demonstrated as primary disease of the gall-bladder although 
there is every reason to believe that such was the case. Both 
of the latter cases had marked jaundice; in one a tumor could 
be felt and in the other the mass lay too deeply under the liver 
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to allow detection by palpation. One of these patients lived 
for three months and the other is still alive, but the time is too 
short since the operation upon the last patient for the case to 
be of any value. Of the four primary cases two were primary 
of the gall-bladder and two of the ductus communis. One of 
the latter presented evidences of malignancy in the wall of the 
gall-bladder as well as in the duct, but the history clearly shows 
that the duct was first involved. The cases of duct cancer 
occurred in a colored man of sixty and a white woman of 
fifty-four years. The patients suffering from cancer of the 
gall-bladder were white, one a male of fifty-eight, the other 
a female of fifty-three years. Stones were present in all except 
that of the colored man with duct carcinoma. 

Case I, A colored man of about sixty who gave an unsatis¬ 
factory history. He was markedly jaundiced, had lost consider¬ 
able flesh, his appetite was poor and the cholannia was pro¬ 
nounced. A diagnosis of gall-stones was not substantiated by 
operation, the condition consisting of a duct cancer with a dis¬ 
tended bladder and a small cyst of the pancreas near its tail. A 
cholccystentcrostomy was performed, which resulted fatally as 
tile result of an error in technique, the latter consisting in the 
use of a second or reenforcement suture for the Murphy button. 
The wall of the gall-bladder was thin and unable to stand the 
strain of the tension produced by this additional suture. Mur¬ 
phy has later advised against the use of such a suture. The 
specimen of growth obtained post mortem showed it to be a car¬ 
cinoma of the glandular type involving the lower end of the com¬ 
mon duct. 

Case II.—Cancer of the duct and gall-bladder. This patient 
was a white woman of fifty-four, whom I first saw June 17, 1903. 
Her father died of jaundice, probably malignant, at the age of 
sixty-two, one aunt died of cancer of the uterus, and one sister 
died in January, 1903, at the age of fifty-six, of cancer of the 
liver, in the same room in which I found this patient. She had 
washed her sister’s clothes after her death, but did not wait upon 
her much while sick. Her sister had vomited occasionally and 
the room had not been thoroughly cleaned or disinfected. Her 
personal health had been good except for constipation until De- 
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ceinber, 1902, when she began to feel sick with pain in the right 
side of the abdomen, lasting two or three days. Five weeks before 
I saw her she had a chill, but soon improved. One week later 
she became nauseated, vomited, lost appetite, and became jaun¬ 
diced. Soon after this a mass was felt in the right side of the 
abdomen. Since the appearance of this mass she has suffered 
very little pain, but has lost about fifteen pounds of flesh, and 
the jaundice has deepened. She feels fairly well with the excep¬ 
tion of extreme weakness. On examination a smooth, firm, pear- 
shaped mass is found in the upper right abdomen. It is con¬ 
nected with the liver above and extends down along the outer 
edge of the rectus to within an inch of the anterior superior spine 
of the ilium. A probable diagnosis of cancer of the gall-bladder 
was made, and after a full explanation of the dangers, an explora¬ 
tion was advised. The urine showed a large quantity of bile, 
albumin and casts. The hamioglobin percentage was 70, the 
white cells numbered 9000 and the red 6,880,000. 

Operation June 24, 1903. The gall-bladder was greatly dis¬ 
tended, and contained a large quantity of yellowish bile mixed 
with mucus, and one large and several small stones. Careful 
exploration of the ducts showed no other stones, but at the duo¬ 
denal end of the common duct a small, hard nodule the size of a 
hazelnut could be felt, which was at first thought to be a stone, 
but careful investigation disproved this. The gall-bladder was 
stitched to the peritoneum and fascia of the abdominal wall and 
drained through a rubber tube. The patient recovered from the 
operation nicely and while there was a slight improvement in the 
jaundice it never disappeared entirely, convincing us that the 
original diagnosis was correct. She died December 13, 1903, in 
a markedly cholaemic condition. The postmortem showed the gall¬ 
bladder, which was large at the operation, to have become small, 
contracted and functionless save for some mucous contents. The 
common and cystic ducts were completely obstructed, and the 
former and the hepatic ducts were widely dilated and filled with 
bile. The liver was nutmeg in appearance, bile-stained, larger 
than normal, and contained in its dilated ducts a number of stones. 
The same nodule which was felt at operation was found slightly 
enlarged at the duodenal end of the choledochus, and considerable 
thickening and induration existed at the junction of the cystic 
and hepatic ducts, in the adjacent liver, and in the wall of the 
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gall-bladder as well. Dr. John E. Hays reports the microscopi¬ 
cal examination to show the condition to be an adenocarcinoma of 
the ducts and gall-bladdder. 

Case III.—Carcinoma of the gall-bladder. This patient, a 
white man of fifty-eight, was seen about one year ago. He gave 
a history of repeated attacks of gall-stone colic, but had refused 
operation, and his physician had exhausted the usual remedies 
for the relief of the condition without avail. On one occasion 
the patient had passed several gall-stones in the stool. Recently 
he had lost about forty pounds and was having attacks of fever, 
chills, pain, and vomiting. I found him pale, flabby-cheeked, and 
looking very much aged. His pulse was 50 and very feeble. A 
hard nodular mass could be readily felt under the right rib mar¬ 
gin, which was only slightly tender on pressure. He was slightly 
jaundiced, and his urine was not favorable for surgery. A diag¬ 
nosis of gall-stones was made, with strong probability of cancer 
of the gall-bladder. A very gloomy prognosis was given and 
exploration suggested as the last resort. A month later, after 
consulting several other gentlemen, he requested me to make the 
exploration, and I reluctantly consented. He was then suffering 
from a marked toxaemia and was running a fever of 103. No 
encouragement for a recovery was given the family. The opera¬ 
tion was done under ether, which was taken badly, and a small 
gall-bladder completely covered with adhesions and containing no 
bile was removed. Three small stones were found, one lying out¬ 
side the wall, one in the wall, and one inside the bladder. The 
patient did not stand the operation well and died at the end of 
twenty-four hours. 

Case IV., a white woman of 54, gives a history of repeated 
attacks of gall-stone colic for the past six years, with an increasing 
tumor in the right hypochondrium during the past year. She 
has been jaundiced often, vomited and suffered pain, and during 
the past year has lost forty pounds. The mass was globular, 
cystic in feel, slightly movable, and extended from the ribs to 
the anterior iliac spine. It simulated a hydroncphrotic tumor, as 
the colonic resonance was internal to it. The patient had a sal¬ 
low, cachectic skin, but was not icteric. A diagnosis of distended 
gall-bladder, possibly malignant, with stones, was made. Opera¬ 
tion December 12, 1905, revealed a very large gall-bladder, con¬ 
taining a large carcinomatous mass and over forty stones, which 
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was removed with a portion of the adjacent liver-tissue. The 
stump of the cystic duct was ligatured with catgut, contrary to 
the usual plan of treatment in these cases, as there seemed to be 
no necessity for drainage of the ducts. The liver was sutured 
with catgut and a gauze pack inserted to control oozing. She 
suffered from temporary suppression of urine and her condition 
was critical for two days following the operation, but from that 
time her improvement was continuous. The microscopical report 
shows these cases to be adcnocarciuomata of the gall-bladder. 
The gall-bladder in the last case was almost completely fdlcd with 
a soft, papilliform growth, leaving just enough room for the 
stones and a small amount of fluid, almost the entire wall of the 
gall-bladder being involved in the growth. Infiltration of the 
liver by the malignant tissue was shown at several points. The 
drawings show the gall-bladder intact and cut transversely. 

Figure 1 represents a section taken from Case II, which 
was an adenocarcinoma of the common duct with the secondary, 
or coincident, involvement of the gall-bladder, which to the eye 
presented only the appearance of inflammatory change. Sections 
from this growth through the wall of the duct into the tumor proper 
show the wall to be invaded with adenomatous tissue. The mucous 
membrane of the duct itself is very little changed, but infiltrating 
the other coats we find a proliferation of poorly developed gland- 
tissue. The glands are irregular in shape and size, and arc lined 
with a varying number of ill-formed columnar cells. The fibrous 
coat is thickened, and shows but little stroma between the glands. 
In sonic places the lumen of the glands is entirely filled with 
epithelial cells. 

Figure 2.—Primary carcinoma of the gall-bladder. Case 
III.—This section includes the gall-bladder wall and a portion 
of the adjacent liver-tissue. The pathologic findings arc de¬ 
scribed by Dr. John E. Hays as follows: " The liver lobules show 
fatty degeneration and passive congestion. The adventitious 
coat of the blood-vessels is very much thickened. An increase of 
new connective tissue in the portal canals, and an irregular dis¬ 
tribution of the ducts, is observed. The growth in the gall¬ 
bladder is composed of an abundant strom^ of connective tissue 
holding the new glandular structure. These glands are very 
much dilated, tortuous and lined with one to several layers of 
columnar epithelium, fairly well formed. This epithelium breaks 




Fir., i.—Case II. 














Fig. 4—Case IV. High power. 





Fig. 5.—Gross appearance, Case IV. 
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through the basement membrane in places and infiltrates the sur¬ 
rounding stroma and liver-tissue. At one point in the section 
an accumulation of squamous cells is seen, and considerable round¬ 
cell infiltration of the connective tissue of the portal canals is 
noted.” 

Figures 3 and 4.—Adenocarcinoma of the gall-bladder, 
papilliform in type. Case IV. This section shows the neoplasm 
growing largely into the lumen of the gall-bladder, almost filling 
its cavity, and also a marked involvement of the wall of the gall¬ 
bladder throughout its entire thickness. The new growth con¬ 
sists of a proliferation of adenomatous tissue, papilliform in the 
arrangement of its glandular elements. The glands are very 
irregular in size and shape, and are covered with several layers 
of badly developed columnar epithelium, and a very small amount 
of stroma. The gland-tissue which invades the wall of the gall¬ 
bladder has the same structure as that within its lumen. 

Figure 5.—Gross appearance of Case IV. 

Figure 6.—Transverse section of same. 

BIBLIOGRAPHY. 

1 North American Arch., Baltimore. 

* London Lancet, 1905, i, 1059. 

* Ccntralblatt fur all. Pathologic, etc., Jena, 1901, xii-825. 

1 American edition, page 768. 

* Virch. Arch. f. path. Anat., etc., 1905, 552. 

* American Journal of Med. Sciences, October, 1904. 

LITERATURE. 

:. Aczcl, K. Gallcnkrcbs d. Leber u.s.w., Virch. Arch. 1896, cxliv, 86. 

2. Ames, D. Primary Carcinoma of the Gall-bladder, Bull. Johns Hop¬ 

kins, vol. xli, 74. 

3. Archambaud. Epithelioma primitiv d. 1 . vcsic. biliare, Bull. d. 1 . Soc. 

anat., Paris, 1896, 911. 

4. Bacaloghc, C. Cancer primitiv d, la vcsic. biliare, Bull et Mem. d. 1 . 

Soc. anat. 1899, Mars. 229. 

5. Bauer. Ucbcr ciiicn Fall von Lebcrkrcbs, ausgehend von. dcr Gallen- 

blase, Inaug. Diss. Munchcn, 1896. 

6. Bauer, Fritz. Ein fall v. primit. Carcinoma d. Gallcnblasc, Inaug. 

Diss., Munchcn, 1897. 

7. Bartels. Bcitriigc z. Statistiks d. Cholelithiasis, Inaug. Diss., Gottin¬ 

gen, 1898. 

8. Beadles, C. Relation of bil. calculi to malignant disease of the liver 

and gall-bladder, Path. Soc. Trans., 1896, xlvii, 69. 



886 


J. GARLAND SHERRILL. 


g. -. Prim, cancer of gall-bladder assoc, with tumor on thoracic 

wall, Path. Soc. Trans., 1897, xli, 119, 

10. Bernard, H, Cancer prim. d. 1 . vcsic. bit. comme complication de la 

lithiasis, These de Lyon, 1897-8. 

11. Betz, K. Zwci Fall, pritnar. Carcin. d. Gallenbl. u.s.w. Inaug. Diss., 

Miinchen, 1897. 

12. Birch-Hirschfeld. Lchrbuch d. pathol. Anatomic-, Leipzig, 1894, ii, 776. 

13. Blanc et Leroy. Cancer prim. d. 1 . vcsic. biliarc, Bull. d. 1 . Soc. atiat. 

1897, xi, 69. 

14. Boetcrs. Uebcr primiir. Gallenblascnkrcbs u. sein bczichung z. Gal- 

lcnsteincn, Inaug. Diss. Leipzig, 1894. 

15. Blumcnthal. Entfcrnung der Gallcnblasc wegen primiiren Krebses. 

Dcutsch Medic. Zeit. 22 Juli, 1895, 655. 

16. Bohnstcdt, F. Did. Diagnos. zwischen dem durch Gallcnstcin und 

Tumor bedingt. verschluss d. D. Comm., Inaug. Diss., Halle, 1893. 

17. Bollinger. Munch, med. Abhandl. 1 . Reihc, 4 Heft. Miinchen, 1891. 

18. Bougie et Tilliot. Epitlicliom. d. 1 . vcsic. bib, Bull. d. 1 . Soc. anat. 1894, 

viii, 787. 

19. Brenner. Ubcr d. primitive Epithelioma dcs Gallcnganges. Arch. f. 

Path, und Pliys., ctviii, 2. 

20. Brockbank. On Gall-stones, London, 1896, p. 56. 

3 i. Bret. Du cancer prim. d. 1 . vcsic. bib, Lyon med., 1898, lxxxix, 35. 

22. Brunk. Zwci Falle v. prim. Gallcnblascncarc. Inaug. Diss., Grcif, 
1890. 

33. Brunswig, C. Ein fall v. prim. Krebs d. Gallcnwcge. Inaug. Diss., 
Kiel, ' 93 - 

24. Buxbaum, A. Uebcr Photographic v. Gallcnsteinen in vivo, Wien, 

med. Prcssc, 1898, No. 14. 

25. Burrrcll, H. L. Boston Med. and Surg. Journal, 1903, clii, 548. 

26. Bonamy, M. E. Cancer prim. d. 1 . vcsic. biliarc, These, Paris, 1901. 

27. Brockbank. On cholelithiasis, p. 232. 

28. Chachanowicz, H. Ein Fall v. prim. Gallenblaskrcbs bci Stcinbild. in 

d. Gallcnblasc, Inaug. Diss., Grcifswald, 1890. 

29. Chavannaz. Gaz. Hebd. de Med. de Paris, 1901, vi, 721. 

30. Cheync, W. An exploratory laparotomy, Brit. Med. Jour., 1893, 

ii, 14. 

31. Claisse, P. Can. prim. d. voics bib, Gaz. de Hop., 1898, 131. 

32. Claude. Lithiase bib cancer, etc., Bulb de la Soc. anat., 1895, ix, 552. 

33. Clement, M. Lyon Medical, 1904, cii, 691. 

34. Collinct, E. Epithclion. prim, dc la vcsic. bib ct lithiase, Ibid., 1892, vi, 

476. -581. 

35. Cornil, M. Bub Soc. Anat. de Paris, 1903, lxxviii, 858. 

36. Courvoisier, L. G. Kasuist. statist. Beitr. zur. Path, und Chir. d. Gal- 

lenwcgc, Lcipsic, 1890. 

37. -. Zur Diagnostik d. Gallcnsteinkr. Kor. bl. f. Schwcizcr Acrzte, 

1896, 22. 

38. Cuming. Remarkable case of stones with cancer of the gall-bladder, 

British Medical Journal, 1891, i, 64. 



CANCER OF GALL-BLADDER AND DUCTS. 887 

39. Czerny, Ueber d. gegenwirt Stand d. Gallenblasenchir. Deutscb. Med. 

Woclt., 1892, 576. 

40. Debrovica and Faix. Bull, ct Mem. Soc. Anat. Par., 1905, Ixxx, 247. 

41. Dcbovc, Rev. Gen. dc Clin, et Therap., 1903, xvii, 212. 

42. Dcetjen, H. Deutscb. Arch. f. klin. Med., 1895, lv, 211. 

43. Dcctz, E. Arch. f. path. Anat., etc., 1901, clxiv, 382. 

44. Dobbertin, Beitrag. z. path. Anat. 11. z. allg. Pathol., xxviii, 56. 

45. Dock, Geo. University Medical Magazine, 1896, viii, 90. 

46. Donati, Mario. Archivio per le Sc. Mediche, Torino, 1904, xxviii, 343. 

47. Duret. Tumeurs operab. dc la vcsic. bil. Rev. de Chir., 1898, No. n. 

48. Edes, R. L. Boston Med. and Surgical Journal, 1901, cxliv, 223 

49. Ewald. Deutscb. med. Wochsch., Vcreinsbil. No. 3, 1895, 11. 

50. -. Ein Fall v. Carcin. d. Gallcnblase, Berlin klin. Wochschr, ’97, 

411 - 

51. -. Artikel " Gallcmvcge ” in Eulcnburg’s Realencyclopadie. 

52. Flcig. L. Ueber Krebs d. Gallcnwege u. Cholelithiasis, Inaug. Diss., 

Miinchcn, 1893. 

53. Fournier. Lc progres med., 1897, 70, 22. 

54. Furbringer, Dcutsch med. Wocli., 1891, 569. 

55. Futtcrer, G. Prim, carcinoma of gall-bladder, Detroit Medicine, 1897, 

. iii, 182. 

56. Gauss, P. Prim. Gcschwulst d. Gallenbl. ohne Steine, Inaug. Diss., 

Wiirtzb’g, 1897. 

57. Geraudcl. Bull. Soc. Anat. dc Paris, 1901, Ixxvi, 135. 

58. Generali, F. La Clinica Med. Italy, 1901, xl, 49. 

59. Gilbert, A. and Claude. H., Arch. gen. de Med. 189s, iii, 513. 

60. Gottschalk. Ueber Gallenbl. Krebs U.S.W., Inaug. Diss., Wiirtzburg, 

1898. 

61. Graham. Prim. Carcin. of Gall-bladder, Canadian Practitioner, May, 

1895. 

62. Grawitz, E. Klin. Bcobacht. u. d. Krebs d. Gallenbl., Charite Anna!, 

1896, xxi, 157. 

63. Griffon ct Dartigues. Carcin. d. la choled. Bull. Soc. Anat., Par., 96, 

lxxi, 816. 

64. Griffon ct Legal!. Carcin. de la vesic. bil., Bull. Soc. Anat. Paris, 1897, 

xi, 589. (Sarcoma.) 

65. Gumprccht. Ncure Fortschrit. ind. Kenntniss d. Cholelithiasis. 

Deutscb tiled. Wochschr., 189s, No. 14, 15, 17, 20. 

66. Hall. Prim, cancer of gall-bladder, Northwest Lancet, 1897, 1 Dec. 

67. Hansentann. Prim. Krebs d. Leber, Berlin, klin. Woclt., 1890, No. 16. 

68. Hagan, Karl H. L. Inaug. Diss., Kiel, 1902. 

69. Harley. Leberkrankheiten, Deutscb v. Rotlic, Leipsic, 1893. 

70. Hartmann. Ein fall v. prim. Gallenblascnkrcbs, Inaug. Diss. Kiel, 

1896. 

71. Haycn, M. G. Bull. et. Mem. Soc. Med. H6p., Paris, 1897, xiv, 1262. 

72. Heddaens, Beitrag zur. Path. u. Chir. d. Galleublasengcschwiilste, Beit¬ 

rag zur klin. Chir., 1894, xii, 439. 



gg8 J. GARLAND SHERRILL. 

Heidcnliain. Extirpation ciner krcbsigen Gallenblasc, Dcutsch. mcd. 
Wochschr., 1897, 52. 

73. -, Carcin. d. Hals. d. Gallcnbl., Dcutsch Zcitschr. f. Chir., 1898, 

xlvii, 408. 

74. Heinann. Die Vcrbrcit. d. Krebserkrankung, Arch. f. klin. Chir., lviii. 

75. Heinlcin, Carcin. d. Gallcnbl., Mtinchen mcd. Wochschr., 1897, No. 19- 

76. Heinrichs, H. Inaug. Diss. Kiel, 1901. 

77. Held, K. Dcr prim. Krebs d. Gallcnbl. u.s.w. Inaug. Diss., Erlangen, 

1893. 

' 78. Hiller. Zur Statist, u. Actiolog. d. Gallenslcine, Diss., Munchen, 92. 

79. Hirschberg. Die path. Dcdeutung d. Gallcnsteinc, Diss., Erlangen, 

1898. 

80. Hochenegg. Ein Beitrag z. Lebcrchir., Wien klin Wochschr., 1890, 

no. 12. 

81. Hollander. Total Exstirpation d. Gallcnbl. n. Duct, cyst., etc. 

Dcutsch mcd. Wochschr., 1898, 413. 

82. Holmes, T. Hunterian lecture II, Cholccystotomy, etc., Brit. Med 

Journal, 1895, 13th July. 

83. Holsti, H. Bidr. t. Kann. om fore Kom. af. Kriifta i Finland, Finska 

lakaresitlsk, liandl, 1889, xxi, 979. 

84. Hugenin, B. Virch. Archiv., 1903, clxxiii, 552. 

85. Hughes, W. E. Proc. Path. Soc. Phila., 1899, ii, 262. 

86. Johnson, A. B. American Surgery, 1903. xxxviii, 600-602. 

87. Jacobi. Per prim. Gallcnblasenkrcbs, Inaug. Diss., Lcipz., 1898. 

88. Janowski, W. Beitrag zur path. Anat., etc., 1891, x, 449. 

89. Kchr, H. Ein Riickblickauf 209 Gallensteinlap., etc., Arch. f. Klin. 

Chir., 1896, liii. 

90. Kchr, H. Zur Erlcrnung d. einz. Form. d. Gallcnstcinkr., Berlin, 1899. 

91. Kchr, H. Eilcrs u. Liickc, Bericht uber 197 Gallensteinopcrationen in 

letz 2'/ Jahr. Arch, f, klin. Chir., 1899, lviii. 

92. Keller, K. Inaug. Diss., Munchcn, 1903. 

93. Kclynack, T. N. The Practitioner, London, 1896, Ivi, 387. 

94. Kclynack, T. N. Growth of the gall-bladder and ducts, Mcd. Chron¬ 

icle, 1897, Nov. 

95. Klecfcld. Uber d. bei punktion Operation, etc., Inaug. Diss., Strass- 

burg, 1894. 

96. Kochcr. Korrcsp. bl. f. schweiz. Acrzte, 1894, 4. 

97. Kortc. Volkmann’s Samml. klin. Vortriigc, 1892, No. 40. 

98. Kortc. Artikel “ Gallcnwcgc ” in Eulcnburg’s Realcncyclopadic. 

99. Kustcr. Vcrhandl. d. dcutsch. Gcscllsch. f. Chir., 22 Kongrcss, 1893, 

No. 12. 

too. Lafleur and Gillies. Montreal M. J., 1904, xxxiii, 855. 

101. Laigncl and Lavastine. Bull. d. I. Soc. Anat. dc Paris, 1903, Ixxviii, 

859. 

102. Lanberg. Diagn, u. Path. d. Gallcnbl. Carcin., Wien. mcd. Presse, 

1889, No. 42. 

103. Lang, A Gallenstcinstatisk, etc., Inaug. Diss., Giessen, 1893. 



CANCER OF GALL-BLADDER AND DUCTS. 889 

104. Langcnbucli. Cliir. d. Leber u. Gallenbl., Deutscb Cliir. Lief 45c, 2 

Hiiefte. 

105. Langcnbucli. Berl. klin. Wocliscbr., 1896, No. 22. 

106. Lecene and Paquiez. Arch. gen. dc Med., 1901, v, 176. 

107. Laspeyres, R. Ccntralbl. f. d. Grenzgeb. dcr Med. 11. Cliir., 1901, iv, 10. 

108. Leichlenstern. Bchandl. d. Erkrank. d. Gallemvegc, Handb. d. inn. 

Krankli., iv, 7 11. 8 Abt., 1 . 

109. Leva. Ueber d. Verlialt. d., etc., Virch. Arch, cxxxii. 

no. Lejenne. Ueber prim. Carcin. d. Gallenbl., Inaug. Diss., Wiirzb., 1898. 
Hi, Linder. Frcie Vcrcinig. d. Chir. Berlin’s Deutsch med. Wochschr., 
1892. 

112. Linder u. Kuttncr. Die Chir. d. Magcns, etc., Berlin, 1898. 

113. Martig. Beitriig. z. Chir. d. Gallenbl., Basel, 1893. 

114. Martins, G. Ueber prim. Krebs d. Gallcnwege, Inaug. Diss., Miinchen, 

1891. 

115. Manton, W. P. Am. Medicine, 1901, ii, 525-527. 

116. Mayo. Contribution Med. Research (Vaughan), Ann Arbor, 1903, 

128-137. 

117. Marwcdel. Jahrcsber. d. Heidclbcrgcr chir. Klin. f. 1897, Bruns Beit. 

z. klin. Chir. xxv. 

118. Mcrmann. Bcitr. z. Gallenbl. Chir., Bruns Bcitr. z. klin. Chir. 1892, ix. 

119. Markham. Tr. Path. Soc., London, 1857, quoted by Bonanty. 

120. Mcunicr, II. Cancer prim. d. 1 . vcsic. bil., etc., Bull. d. la Soc. anat., 

vii, 585 - 

121. Michael. Mcdiz. Gcsellsch. z. Giessen, Deutsch. med. Wochschr., 1891, 

1386. 

122. Miculicz. Dcinonstr. extirp. Gallenbl. Carcinom. Ibid. 

123. Miodowski, F. Virch. Archiv., 1902, clxix, 117. 

124. Monks, G. Boston Med. and Surg. Journal, cxl, 329; 334. 

125. Morin, A. Sur l'cpitheliome d. I. vesic. biliarc, Paris, 1891. 

126. Monlicr, F. Arch, generalcs de Med., Paris, 1905, ii, 2001. 

127. Morris, H. Effect of Rdntgcn Rays on Urinary and Biliary Calculi, 

Lancet, London, 1896, No. 14. 

128. v. Mostig-Moorhof. Carcin. d. Gallenbl., Wien med. Wochschr., 1894, 

xxv, 20. 

129. Moynihan, B. G. A. London Lancet, 1905, page 1227. 

130. Mueller, A. Zur Path, hedignt. d. Driiscn in d. Gallenbl., Inaug. Diss., 

Kiel, 1897. 

131. Musscr. Boston Med. and Surg. Journal, 1889, 529-553-581. 

132. Naunyn. Klin. d. Cholelithiasis, Leipzig, 1892. 

133. Nchrkorn. Plattcncpithcl Krebs d. Gallenbl., Virch. Arch., 1898, cliv, 

559 - 

134. Norman, C. Cancer of gall-bladder, Dublin J., 1896, ci, 551. 

135. Oberwerth, E. Ein Fall v. prim. Gallcnblas. Krebs, Inaug. Diss., Kiel, 

1897. 

136. Ocsterreich. Vcrcin f. inn. Med., Berlin klin. Wochschr., 1895. 

137. Ohlolf, E. Ueber Epithelmctaplasic, etc., Inaug. Diss., kiel, 1897. 

138. Orth. Lchrbuch d. spec. path. Anat., Berlin, 1887, i, 988. 



8 go J. GARLAND SHERRILL. 

139. Peters, H. Gallcnsteinstatistik path. Instil, z. Kiel, 1873-1889, Inaug. 

Diss., Kiel, 1890. 

140. Petersen, W. Beitr. z. Path. ti. Therap. < 1 . Gallensteinkrankheitcn, 

Brun's Beitr. z. Klin. Cliir. 1889, xxiii. 

141. Planteau and Cochez. Prim. Cancer d. Voies biliare, Rev. de Med., 

Paris, 1903, xxiii, 90, 

142. Porot. Bull. Soc. Med. de Hop. de Lyon, 1904, iii, 348. 

143. Pennato, P. Stenosis of the common duct by primary epithelioma, La 

Clin. Med. Ital., Milano, 1901, xl, 347. 

144. Quincke u. Hoppe-Seyler, Die Krankh. d. Leber, Notbnagel’s Spec. 

Path. u. Therap. Wein, 1899, xviii. 

145. Rabe. Epitheliom prim. d. 1 . vesic. biliare., Bull. d. 1 . Soc. anat., 1897, 

xi. S6S- 

146. Rabe et Rey. Ibid. 841. 

147. Rendu. Bull, ct Mem. Soc, Med. Hop., Paris, 1897, xiv, 1267. 

148. Rheinstein. Zur Diagnostik d. Erkrank. d. Gallenwege, Deutsch. med. 

Wochschr., 1891, No. 44. 

149. Riedel. Erfalir u. d. Gallcnstcinkrank., Berlin, 1892. 

150. Riesmann, D. Prim, cancer of the gall-bladder, Proc. Path. Soc. 

Phila., 1897, i, 9. 

151. Ringel. Ucber Papillom. d. Gallcnbl., Arch., f. klin. Chir., 1899, lix, 

161. 

152. Richter, H. Prim. Carcin. d. Gallcnbl., Inaug. Diss., Munchcn, 1903. 

153. Rispal. Toulouse Medical, 1904, vi, 18. 

154. Roberts. Colloid of the Gall-bladder, Am. J. M. Sc., 1894, Dec. 

155. Robson, W. M. Led. on dis. of g. bladder and bile ducts, Lancet, 1897, 

May 29. 

156. Robson, W. M. Excision of portion of liver for tumor, ibid., 1896, 

Mar, 14. 

157. Robson, W. M. Partial hepatectomy for prim, cancer., British M. J., 

1898, Oct. 29. 

158. Routier. -Bull, et Mem. Soc. Chir. Paris, 1897, xxiii, 48. 

159. Rolleston. Malig. Dis. of G. Bladder and Bile Ducts, The Clin. J., 

1897, Apr. 7. 

160. Rose. Beitr. z. klin. Chir. d. Gallcnbl., Deutsch. Zcit. f. Chir. xxxi, 480. 

161. Rosenfeld. Zur Magen u. Lcbcrdiagnostik, Berlin klin. Wochschr., 

1899, 448. 

162. De Saint-Fuscrieu. Contrib. a I’ctudc du cancer prim. d. 1 . vesic. bil¬ 

iare, These de Paris, 1897. 

163. Scagliosi, G. La Riforma Mcdica, Palermo-Napoli, 1904, xx, 1210. 

164. Scherb. Bull. Med. de l'Algcre, 1905, xvi, 488. 

165. Schiff, J. Ueber die Driiscn i. d. Gallcnbl. u. ilirc path. Bedeutung, 

Inaug. Diss., Freiburg, 1898. 

166. Schmidt, F. Ein Fall v. prim, Gallenblasenkrcbs, Inaug. Diss., Kiel, 

1891. 

167. Schroeder, Beitrag z. Aetiol, u. Statistik. d. Cholelithiasis, Inaug. 

Diss., Strasburg, 1892. 



CANCER OF GALL-BLADDER AND DUCTS. 89 1 

168. Schubert. Priinar. Gallenblasenkrebs u. Cholelith., Inaug. Diss., Frei¬ 

burg, 1893. 

169. Sears, G. G. Cancer of papilla of common duct, Boston M. and S. J., 

1904, cli, 295. 

170. Shibayatna. Priinar. Gallenbl. Krebs. Virch. Arch., 1897, cxlvii, 141. 

171. Siegert. Zur Aetiologie d. primar. Carcin. d. Gallenbl., ibid, 1893, 

cxxxii, 353. 

172. Slade, G. R. Gall-stones and Cancer, London Lancet, 1905, i, 1059. 

173. Socin. Carcinom. d. Gallenbl. u. d. Quercolon, Korrespondsblatt f. 

Schweiz, Aerzte, 1896, No. 14. 

174. Spohr. Eiti Bcitr. z. Pathogen, d. Gallcnblasenkr., Inaug. Diss., Gies¬ 

sen, 1892. 

175. Stevens, E. S. Obscure case of gall-bladder disease, Med. Record, 

1898, July 9. 

176. Terrier. Ueber Chir. Operat. a. d. Gallcnwcgen., Wien med. Presse, 

1892, 21-23. 

177. Terrier et Auvray. Rev. de Chir., 1900, Fcv. et Mar. 

178. Tesson. Prim. Cancer d. I. voies bil., etc., Bull. Soc Anat., Paris, 

lxxvii, 141. 

179. Thomas et Noica. Bull. Soc. Anat., Paris, 1896, lxxi, 471. 

180. Tiedcmann, F. Zur Kasuistik d. prim. Gallcnblasenkr., Inaug. Diss., 

Kiel, 1891. 

181. Trcutlcin, A. Ccntralbl. f. allg. Path. Jena, 1901, xii, 825. 

182. Ullmann. Fal v. oper. Carcin. d. Gallenbl., Wein klin. Wochschr., 

1897, n. 

183. Vinton. Carcin. of gall-bladder and liver, Phila. Med. Rep., 1890, Dec. 

27. 

184. Weber, F. P., and Michels, E. Internal. Clinics, Phila., 1905, 15, iii, 

141-154. 

183. Weber, W. Ueber Plattenepithcl. d. Gallenbl., Inaug. Diss., Wurzburg, 
1891. 

186. Walz. Ueber Divcrtikcl d. Gallenbl., Inaug. Diss., Kiel, 1894. 

187. Williams, W. R. Gall-stones and Cancer, London Lancet, 1896, ii, 

1187. 

188. V. Winiwarter. Zur Chir. d. Gallcnwcge, Jubilaumsfcstschrift, Bill¬ 

roth, 1892, 479. 

189. Winckler, K. Die Betcil. d. Lytnphgefass Systems, etc., Virch. Arch., 

1898, cli, 195. 

190. Woerncr. Vcrhandl. d. deutseb. Gesell. f. Chir., Berlin, 1902, xxxi, 

198. 

191. Zenker. Der prim. Krebsd. Gallenbl. Dcutsch. Arch. f. klin. Med., 

1899, xliv, 159. 

192. Ziegler. Carcin. vesica: fellas et hepatis, Munch, med. Wochschr., 

1899, xlvi, 14. 

193. Ziegler. Lehrb. d. speziall. path. Anat. 8 Aufl., Jena, 1895. 

194. Zinsser, P. Beitr. z. Aetiol. d. Krebses, Inaug. Diss., Kiel, 1895. 

193. Zenetz, M. K. Zur Diag. d. Krebs, etc. Wein med. Wochschr., 1899, 
xlix, 21. 



